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COVID-19 Outbreak: Influence of
Disease Prevalence. Int. J. Environ.
Res. Public Health 2021, 18, 6217.
https://doi.org/10.3390/
ijerph18126217
Academic Editor: Paul B. Tchounwou
Received: 18 April 2021
Accepted: 1 June 2021
Published: 8 June 2021
Publisher’s Note: MDPI stays neutral
with regard to jurisdictional claims in
published maps and institutional affil-
iations.
Copyright: © 2021 by the authors.
Licensee MDPI, Basel, Switzerland.
This article is an open access article
distributed under the terms and
conditions of the Creative Commons
Attribution (CC BY) license (https://
creativecommons.org/licenses/by/
4.0/).
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Abstract: A novel statistical model based on a two-layer, contact and information, graph is suggested
in order to study the influence of disease prevalence on voluntary general population vaccination
during the COVID-19 outbreak. Details about the structure and number of susceptible, infectious,
and recovered/vaccinated individuals from the contact layer are simultaneously transferred to the
information layer. The ever-growing wealth of information that is becoming available about the
COVID virus was modelled at each individual level by a simplified proxy predictor of the amount
of disease spread. Each informed individual, a node in a heterogeneous graph, makes a decision
about vaccination “motivated” by their benefit. The obtained results showed that disease information
type, global or local, has a significant impact on an individual vaccination decision. A number of
different scenarios were investigated. The scenarios showed that in the case of the stronger impact
of globally broadcasted disease information, individuals tend to vaccinate in larger numbers at
the same time when the infection has already spread within the population. If individuals make
vaccination decisions based on locally available information, the vaccination rate is uniformly spread
during infection outbreak duration. Prioritising elderly population vaccination leads to an increased
number of infected cases and a higher reduction in mortality. The developed model accuracy allows
the precise targeting of vaccination order depending on the individuals’ number of social contacts.
Precisely targeted vaccination, combined with pre-existing immunity, and public health measures
can limit the infection to isolated hotspots inside the population, as well as significantly delay and
lower the infection peak.
Keywords: COVID-19; infectious diseases; modelling; graph theory; digital twinning; information
spread; vaccination
1. Introduction
The novel human coronavirus associated with severe acute respiratory syndrome
(SARS-CoV-2) was first identified in December 2019, in Wuhan, China [1]. Infection caused
by this new coronavirus (COVID-19) spread globally and the World Health Organization
proclaimed it a pandemic on 11 March 2020 [2,3]. More than 106 million cases of COVID-19
including almost 2.5 million deaths were reported as of February 2021 [4].
The worldwide scientific community invested great efforts to find possible solutions to
stop or, at least, mitigate the COVID-19 outbreak. Mathematical modelling and simulations
have paramount significance in efforts to provide possible guidance and answers in a wide
range of research fields [5].
B.S. Al-Anzi and co-authors fitted COVID-19 data for different countries to a regression
model to derive future COVID-19 trajectories and their influence [6]. K. Rypdal and co-
authors integrated equations of a standard Susceptible–Infectious–Recovered (SIR) model
and performed country clustering to determine their response to changes in numbers of
COVID-19 cases [7]. N. And̄elić and co-authors utilised an artificial intelligence-based
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genetic programming technique to derive a mathematical equation which can accurately
predict the COVID-19 epidemic curve for the whole of the United States [8]. Y. Chen
and co-authors used a multi-scale geographical weighted regression model to assess the
urban resilience of 281 cities in China hit by the COVID-19 outbreak [9]. A.M.Y. Chu
and co-authors suggested a novel latent pandemic space model for the analysis of global
COVID-19 trends. The authors used the model to visualise the pandemic strain in time
and space, and to assess the effectiveness of different measures for preventing infection
spread [10]. R.O.J.H. Stutt and co-authors in their study [11] used two different models:
a branching process transmission model and a modified (SEIR) model to determine the
effectiveness of lockdown and mask-wearing policies for managing COVID-19 spread. A.
Atangana suggested a modified SEIR model [12] based on Italian COVID data. Model
capabilities were extended for a general application using novel fractal-fractional operators.
Several vaccines against SARS-CoV-2 are already available [13–18]. Mathematical
modelling is already a proven tool for COVID-19 simulation, as discussed in the previous
paragraphs. Thus, it is expected that numerical models can be very useful for forming
strategies and guidelines for vaccine efficient distribution and application. However, as
to the authors’ knowledge, there are only a few papers focused on vaccination against
COVID-19.
B.H. Foy and co-authors in their paper [19] used a modified differential SEIR model
with compartments corresponding to different age groups to investigate potential vaccina-
tion strategies. The authors concluded that the global recommendation to prioritise the
elder population leads to the lowest number of deaths. It was also found that an increase in
vaccine coverage decreases relative differences between different vaccination strategies. It
should be noted that the work was limited to symptomatic and asymptomatic individuals
belonging to different age groups. Different types of social contacts (at a workplace or
inside households, etc.) were not in the scope of this work. Moreover, variable vaccine
coverage and pre-existing immunity were not analysed.
K.M. Bubar and co-authors in their study [20] also adopted an age-based compartment
SEIR model to investigate different vaccination strategies. The authors analysed the impact
of different vaccine supply, vaccine rollout per-day, age-dependent vaccine efficiency, and
pre-existing immunity on the cumulative number of infected, number of deceased, and
years of life lost. It was concluded that highly efficient vaccines given to adults between 20
and 49 years of age minimise the cumulative number of infections. However, mortality is
minimised when adults older than 60 years are prioritised. The use of serological tests to
prioritise seronegative individuals’ vaccination led to lower COVID-19 transmission rates.
It is important to underline that all input parameters (vaccine efficiency, serostatus) were
constant inside one age group.
L. Matrajt and co-authors in their work [21] suggested a deterministic SEIR model with
compartments corresponding to different age groups to identify the best possible strategy
for general population vaccination. The model showed that when using lower efficiency
vaccines, the number of deceased individuals is minimised if the elderly population (age
over 65 years) is prioritised. However, in the case of high-efficiency vaccines, the suggested
strategy is to prioritise the younger adult population to minimise the number of infected
individuals. Detailed social contact structure investigation and its influence on vaccination
strategy were out of the scope of this work.
M. Kohli and co-authors presented the results of their work [22] in which they used
a Markov cohort model to determine vaccination cost. The population was divided into
subgroups based on individuals’ age, age and risk, and age and occupation. Outcomes of
different vaccination supplies were simulated over one year. The calculated results showed
that the incremental cost-effectiveness ratio is higher than USD 50,000 per quality-adjusted
life-year.
Previously described vaccination simulations are based on the SEIR deterministic dif-
ferential models. These models offer valuable insights into possible vaccination strategies
and can investigate a large number of different scenarios in a small amount of computation
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time. However, their main limitation is that all individuals in a single compartment have
the same, constant characteristics.
The main aim of this work is to present a novel model for vaccination strategy sim-
ulation. While the model was developed with COVID-19 vaccination as an immediate
use case, it could be useful in a number of additional scenarios. The non-exhaustive list
includes later revaccination strategies, studies of information propagation of other public
health-relevant information products such as air pollution data and their influence on daily
habits, and similar. These kinds of models may be further refined to be incorporated into
digital twin models, but can also bring valuable insight without incorporating them into
full-fledged digital twin models. Digital twinning is a novel paradigm applicable in many
sectors, including healthcare.
The proposed model uses a two-layer graph (contact and information) to describe a
detailed population structure depending on the individuals’ age, household size, daily
social behaviour, and varying vaccination (global and local) opinion. The detailed graph
structure enables in-depth insight into possible vaccination scenarios, not possible using
simpler compartment models.
The main subject of this work is the simulation of disease prevalence on general
population vaccination during the COVID-19 outbreak.
2. Materials and Methods
2.1. Two-Layer Graph—Contact Layer
The mathematical model is based on the two-layer graph. The lower layer is the
contact graph, which characterises all personal contacts between different individuals in
the considered community (Figure 1). The main assumption is that the epidemic outbreak
time scale is much shorter than the time scale of events (births, natural deaths, long-term
movements) which could impact contact graph structure.
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The graphs based on real-life contacts are quite complex and require significant time
for construction. However, they also offer a higher degree of realism compared with
simpler graphs (random graphs, scale-free graphs) [23], and mathematical analysis on
these graphs does not require extensive simulation [24,25]. Thus, a contact graph was
adopted in this work.
Each individual in the contact graph is represented by a single node. Contacts between
different individuals are represented by graph edges. The initial graph structure is gener-
ated based on social data for the city of Belgrade, Republic of Serbia (RS). Belgrade is the
capital city of RS with a population of 1,687,130 inhabitants in the metropolitan area [26].
One thousand households were sampled from the Belgrade household size distribution,
leading to a total of 2730 graph nodes [27]. More specifically, the structure of households,
number of household members, ratio of the number of households to the number and size
of schools, companies, transport capacities, restaurants and clubs and other public facilities
were determined in accordance with the latest census data for the city of Belgrade and
Republic of Serbia [26–33]. A comparable number of graph nodes was used for simulat-
ing the SARS outbreak in the city of Vancouver, Canada, which has a similar population
size [34]. Graph nodes are grouped in single-, two-, three-, four-, five-, six-, and six and
more-member households according to [27]. Ages are assigned to all household members
(graph nodes) according to age distribution obtained from [28]. Each household member is
then assigned, according to their age and social status, to one of the following locations:
kindergartens, primary schools, secondary schools, faculties, student dormitories, nursing
homes for the elderly population, companies, hospitals, public transport, restaurants (pubs,
night clubs), shopping malls, and other public places, as can be seen in Figure 2. The
number and structure of these locations were adopted from publicly available datasets
for the city of Belgrade [29,30] and RS [31–33]. A simplified representation of the contact
graph is presented in Figure 2.




Figure 2. Simplified representation of contact graph layer: blue circles represent graph nodes (mod-
elled individuals), green squares represent different structure and size households, red squares rep-
resent places for possible social contacts, and black lines represent graph edges—possible contact 
routes, i.e., possible infection vectors. 
The model assumes that the infection spreads through weighted graph edges as-
signed randomly to each location. Edge weights represent probabilities that susceptible 
individuals will become infected due to contacts with infectious individuals. 
Note that the direct route of infection between individual households was not in-
cluded in the model, since during the whole duration of the modelled 3rd wave of COVID-
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The model assumes that the infection spreads through weighted graph edges as-
signed randomly to each location. Edge weights represent probabilities that susceptible
individuals will become infected due to contacts with infectious individuals.
Note that the direct route of infection between individual households was not included
in the model, since during the whole duration of the modelled 3rd wave of COVID-19
infection, restriction of individual gatherings between members of different households
was enforced. While there are no edges in the contact graph that directly model individual
household interactions in the context of household gatherings, the spread vector between
households still effectively exists via interaction of individuals at schools, public transport,
shopping malls, workplaces, etc. The following edge weights were used in this work: 1 for
households; 0.3 for kindergartens, primary schools, secondary schools, faculties, hospitals,
and restaurants (pubs, night clubs); 0.65 for student dormitories and nursing homes; 0.03
for working places; and 0.003 for other public locations. Edge weights were adopted based
on work [34]. The values for graph edge weights were additionally analysed using a trial
and error procedure and showed a high degree of robustness to small changes in their
values.
2.2. Two-Layer Graph—Information Layer
The upper layer of the two-layer graph is the information layer. Each individual
receives either local or global information about COVID-19 infection propagation, modelled
on the contact graph. Local information is represented by the number of infected nearest
neighbours of the particular individual and global information is represented as the number
of total infected cases in the whole simulated network of contacts. In real life, these may be
interpreted as person to person communication in the case of local information, and mass
media communication (TV and/or internet networks) in the case of global information.
The individuals are also informed about the amount of protection in their neighbourhood.
This effect is modelled as the number of immune nearest neighbours, either recovered or
vaccinated. Thus, each individual (represented as a graph node) can make a situation-
aware voluntary decision about his/her vaccination. In real life, people weigh costs and
benefits in making a strategic decision about their vaccination. Costs are usually related to
real or perceived vaccine side effects and efforts in the vaccination process.
The temptation to obtain protection from herd immunity generated by vaccinated
neighbours also plays a significant role in vaccination cost. However, if a significantly
large number of people employ this strategy, it will lead to low vaccination uptake and,
consequently, prolong the existence or delay the start of a new COVID-19 outbreak. Thus,
individuals’ decision-making becomes a vaccination game in which each person tries to
maximise their own goal. It is important to underline that, unlike in compartment epidemic
models, the heterogenic structure of the suggested model, based on graph theory, leads to
different outcomes for each individual. Moreover, the outcome for the individual under
consideration also changes in time, with epidemic spread and status (infected, recovered,
vaccinated) of its neighbours.
The decision process is modelled using game theory. Each individual, modelled as a
graph node, plays the game with a virtual opponent who has identical information and
decision-making characteristics (Figure 3).
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where α ∈ [0, 1] is a social parameter, which describes the influence of local and global
information about disease prevalence in vaccination decision-making, I is the total number
of infected individuals in the simulat d population, Ntot the total size of simulated
population, ni(j) is the n mber of infected nearest neighbours of individual j, and n(j) is the
to al number of earest neighbours of individual j. Small values of α indicate the prevaili g
i fluence of local information in vaccination decision-making, and the opp site, bigger
values of α point o t th stronger influence of global i formation.
Functions NV, VN, NN, VV are given by the fo lowing expressions:
NV = a · fp + b NN = c · fp + d
VN e · fi + f VV = g · fi + h
(2)
Equation (2) shape and constants a, b, c, d, e, f, g, and h are taken from the work [35].
The expression for the probability that the individual j will choose the vaccination
scenario is given by the equation:
pvacc(j) =
NN −VN
(VV − NV) + (NN −VN) (3)
It is important to note that a piece of negative information can become prevailing if, for
example, the particular local individual (agent) is surrounded by a high fraction of already
immune, recovered or vaccinated individuals, thus making the individual susceptible to
vaccine hesitancy and contributing to low vaccination probability.
2.3. Epidemic Model on Contact Graph
A modified SEIR-V model was developed and applied for COVID-19 infection spread
in the framework of this study. The standard SEIR model assumes that each individual
inside the observed population belongs to one of the following groups: susceptible (still
has not had the disease, can become infected, and cannot spread disease), exposed (in-
fected, but not yet infectious, and cannot spread disease), infectious (infected and can
spread disease), recovered/removed (cannot become infected and cannot spread disease).
The proposed model, based on [36], merges exposed and infected groups into a single
category characterised by the disease’s infectiousness. Each individual from this new
group is assigned state, I1···INtot, corresponding to their current daily stage of the disease
infectiousness. COVID-19 infectiousness daily values were adopted from experimental
data published in [37].
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The likelihood that individual j will be infected due to contact with its first neighbours,
in the probability theory [38,39], is expressed as:
pin f ect(j) = ∑
i
ωijκstage,i (4)
where pinfect(j) is the probability that individual j will become infected, ωij is the graph
adjacency matrix with dimensions Ntot·Ntot, and κstage,i is the vector of infectiousness state
I. The adjacency matrix, ωij, is composed of averaged edge weights for each graph node.
All nodes are set to be susceptible at the beginning of the simulation and one node is
set to be infected to simulate epidemic start. The first infected node is chosen randomly
from the group of employed adults. This group was chosen based on the fact that its
members have a large number of contacts and thus it is likely that only one infected
individual would cause an epidemic outbreak. Moreover, the first discovered patient
infected with COVID-19 in RS was an employed adult male [40].
The workflow of the COVID-19 model can be summarised as follows (Supplementary
Material File S1, Figure S1). The outer Monte-Carlo loop is started with graph initialisation
with all susceptible and one infectious node and all edges. The inner, SEIR-V loop is
started next. A vector holding total and cumulative numbers of susceptible, infectious,
and recovered and a vector holding states for all graph nodes are pre-allocated at the
beginning of the inner loop. Equation (3) is calculated for all graph nodes. If the probability
for vaccination is higher than the randomly generated number between zero and one,
the node is assumed vaccinated. Equation (4) is calculated next for all susceptible nodes.
The first stage of infectiousness is assigned to the nodes with the probability of infection
higher than the random number in the range between zero and one. The state for all
infectious nodes is advanced for one step. Nodes that are at the end of the infectiousness
period are marked as recovered. A probability of 0.9 is assigned to recovered nodes. If
this probability is higher than the random number between zero and one, recovered nodes
will remain recovered. In the opposite case, the recovered node again becomes susceptible
for infection. This correction factor incorporates the effect of infection and reinfection
in the vaccinated population. The vectors which hold individual states and numbers of
susceptible, infectious, and recovered are updated. Graph edges assigned to public places
(public transport, nightclubs, shopping malls . . . ) are updated to simulate the dynamic
behaviour of the system. The inner loop is advanced until only vaccinated and recovered
nodes remain. The outer loop is advanced until the defined number of Monte-Carlo steps
equal to 5 × 105 is reached. Results obtained for all Monte-Carlo iterations are averaged at
the end of the SEIR-V simulation.
3. Results
3.1. Model Validation
The suggested model was validated by comparison with the daily number of registered
COVID-19 cases in Belgrade, RS. Daily values of COVID-19 cases in the period from 13
October 2020 (which corresponds to the start of the third wave of disease outbreak) to
3 December 2020 were obtained from open datasets provided by the National Public
Health Institute of RS [41]. The model was not compared with COVID-19 data after the
beginning of December because this period corresponds to the return of Belgrade citizens
from Serbian ski centres. The Serbian crisis response team identified this as one of the main
drivers for a new increase in COVID-19 infection intensity [40]. However, these types of
imported contacts are beyond the scope of the presented work since the proposed model
does not take into account long-term movements to and from Belgrade, as already stated.
Furthermore, since one of the main points of the paper was various vaccination scenarios,
and there were no viable vaccines at the time of the first two waves, such scenarios were
not considered. However, in principle, the proposed model could be applied to any
wave provided the accurate initial conditions for the model (sufficient number of tested
individuals allowing for correct seeding of the model). A comparison between cumulative
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numbers of real-life and modelled COVID-19 cases is shown in Figure 4. It can be seen
that the model closely predicts real-life epidemic spread, with a maximum relative error
of about 7%. The obtained model accuracy is satisfactory, taking into account the model’s
assumptions [42].
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3.2. Influence of Dif erent Social Factor Values
Vac ination against COVID-19 in RS is voluntary. However, disease prevalence did
not play a major role in the vac ination of the two following groups. Health workers in
COVID zones are directly in contact with COVID-19 patients, and thus their vac ination
hesitancy is very low due to high occupational risk. The second group is elderly indivi uals
in nursi g homes, who, due to their age and pre-existing comorbidities for COVID-19,
have higher risks of serious illness upon infection and thus opted for vaccination in large
numbers. Accordingly, it was assumed that these two groups were vaccinated first at a
constant rate independent of local and global information spread (Figure 5).
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Vaccination of these two high-risk groups does not have a high impact on epidemic
spread, as is expected due to the low absolute number of vaccinated individuals. The final
cumulative number is lower by about 1% compared with the case without vaccination. A
somewhat stronger influence is present in epidemic peak delay, which is shifted for 5 days
in the vaccination scenario (Figure 5).
The impact of the social parameter, α, which describes the influence of local and global
information in vaccination decision-making, on the cumulative number of infected cases
for different population groups is presented in Figures 6–8.
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Similar trends are presented for all age groups (Figures 6–8), and the number of
cumulative cases increases with the increase in α. This can be explained by the fact
that global information spread dominates at higher α values. In this case, individuals’
awareness of disease dangers and vaccination benefits is low until a large portion of the
total population is affected by COVID-19 infection. Consequently, individuals tend to opt
for vaccination when infection spread inside the population is already advanced. In this
case, large numbers of individuals decide to vaccinate at the same time (near the peak of
infection). If this number overweighs vaccination capacity, vaccination will be delayed and
will not reach its full potential. Local information plays a dominant role at lower α values
and this seems to benefit vaccination and lowers the number of infected individuals inside
the population. This may be explained by the fact that individuals’ awareness rises almost
at the same time with the local increase in infection in their immediate neighbourhood.
Thus, vaccination coverage is more uniformly distributed across the population, both in
time and in space.
Relative differences in the cumulative number of infected cases corresponding to
different α values increase with the increase in vaccination coverage. This may contribute
to the fact that all the above-described effects intensify with the rise in the number of
individuals faced with vaccination dilemma.
3.3. Variable Social Factor Simulations
In real life, people make different decisions based on their social position, age, eco-
nomic status, etc. This effect was incorporated into the suggested model, implementing
different α values for different age groups during general population vaccination. The
social factor, α, values were assigned based on a recent public survey which showed that
about 40% of Serbian citizens do not trust media information and only about 20% have
limited or complete trust in public media. The survey showed that younger adults between
20 and 40 years of age have the lowest or no trust in public media information [43]. Based
on the survey, the following α values were adopted in this work: 0.75, 0.5, 0.25, and 0 for
retired, unemployed, employed, and student population, respectively.
Two different scenarios, with variable α values, were calculated in the next phase of
simulations. The first scenario, (1a), aims to minimise the number of deceased individuals,
prioritising the vaccination of the elder population (years of age > 65), who are more likely
to develop severe COVID-19 infection. The second scenario, (2a), aims to minimise the
number of infected individuals, prioritising the vaccination of groups with a large number
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of contacts (working-age population and student population). The obtained results are
shown in Supplementary Material File S2 (Figures S2 and S3).
The high accuracy of the constructed two-layer graph allowed for further simulation
refinement. To obtain more in-depth insight into general population vaccination, two
additional scenarios were simulated. Again, the first scenario, (1b), aims to minimise the
number of deaths, and the second scenario, (2b), aims to minimise the number of infected
individuals. The main difference is that the younger adult population was vaccinated
randomly in the previous scenarios ((1a) and (2a)). In the new scenarios ((1b) and (2b)),
the vaccination of the younger adult population is performed in the order of the number
of their social contacts at workplaces or faculties (dormitories). The obtained results for
scenarios (1b) and (2b) are shown in Supplementary Material File S2 (Figures S2 and S3).
3.4. The Variable Social Factor, Simulation of Pre-Existing Immunity Influence
A recent study about pre-existing immunity against COVID-19 was performed in RS by
the Institute for Epidemiology and the Institute for Application of Nuclear Energy, [44,45].
The study reported that between 20% and 30% of the population in RS have antibodies
against COVID-19. However, due to the low population response for participation in the
study, this conclusion has to be considered with great care. The influence of pre-existing
immunity on general population vaccination against COVID-19 was conducted in the next
phase of this work. Simulations were performed assuming pre-existing immunity in the
0% scenario (3a), 10% scenario (3b), 20% scenario (3c), and 30% scenario (3d) of the total
population in Belgrade, RS.
All simulations in scenario three were performed to minimise COVID-19 deaths,
prioritising elder population vaccination (Figure 9). An increase in the percentage of the
population with pre-existing immunity leads to a decrease in infection numbers, delay of
the infection peak, and decrease in COVID-19 deaths.
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Vaccination of Younger Population 
This new scenario prioritises the vaccination of the younger population, and the ob-
tained results showed similar numbers of infected individuals as in the scenario in which 
the vaccination strategy prioritised adults with a large number of contacts. However, the 
new scenario showed an increase in mortality reduction, which can be explained by the 
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All simulations performed for scenario four target the minimisation of numbers of
infected individuals, assuming pre-existing im unity: 0% scenario (4a), 10% scenario
(4b), 20% scenario (4c), and 30 scenario (4d) of the total population in Belgrade, RS.
The simulation results are shown in Figure 10. It can be seen that similar to the previous
scenario, an increase in the pre-existing immunity percentage leads to a decrease in the
total number of infected cases, delay of the infection peak, and reduction in COVID-19
mortality. It should be noted that, due to different vaccination prioritisation strategies,
cumulative numbers of infected cases and the reduction in COVID-19 deaths are lower in
scenario four than in scenario three (Figures 9 and 10).
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3.5. The Variable Social Factor, Simulation of Pre-Existing Immunity and Prioritised Vaccination
of Younger Population
This new scenario prioritises the vaccination of the younger population, and the
obtained results showed similar numbers of infected individuals as in the scenario in which
the vaccination strategy prioritised adults with a large number of contacts. However, the
new scenario showed an increase in mortality reduction, which can be explained by the
fact that vaccinated young adults are not able to transfer disease to the elder population in
their households, Figure 11.
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3.6. The Variable Social Factor, Simulation of Pre-Existing Immunity and Lockdown Measures
Influence
The next calculated scenario investigates the influence of lockdown policies on the
vaccination of the population with pre-existing immunity. Values of the social factor and
the fraction of the population with developed immunity are the same as in the previous
scenarios. It can be seen that lockdown measures lead to a further decrease in infected
individuals and a further reduction in mortality (Figure 12).
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Figure 12. Influence of the imposed lockdown measures on the cumulative number of infected and
reduction in mortality. General population vaccination—minimised number of infected.
The timescale present in the graphs refers to the timescale of the modelled 3rd wave of
COVID-19 in the city of Belgrade. At the beginning of the 3rd wave (unlike the beginning
of the 1st and 2nd wave), vaccines were already in the final stages of validation. Thus,
from the standpoint of vaccination strategy development, it is relevant to evaluate the
implications of the models of vaccination immediately following COVID-19 outbreaks
from limiting the initial number of cases.
Clearer insight into epidemic spread can be obtained from the daily number of sus-
ceptible, infectious, and recovered/immune/vaccinated individuals at the peak of the
epidemic, presented in Figure 13. It can be seen that pre-existing immunity with a proper
vaccination strategy can both delay and lower the intensity of the COVID-19 peak. If there
is no pre-existing immunity and vaccination, the epidemic reaches its maximum in 52
days, affecting almost half of the population and forming a spanning cluster. However,
when there is significant pre-existing immunity in the population together with an efficient
vaccination campaign, the epidemic intensity is significantly lowered, and less than 3% of
the population is affected. Moreover, the epidemic is not spread over the whole graph and,
instead, isolated local pockets of infected individuals are observed. In the case of 30% of
the population with pre-existing immunity, and the vaccination strategy of minimising
infection numbers, the epidemic reaches its peak after 93 days.
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4. Discussion
COVID-19 had a devastating impact both on human health and the economy. Vaccines
against novel SARS-CoV-2 were developed at an unprecedented rate and, thanks to their
high efficiency, offer the best possible solution to stop the pandemic. The vaccination of
high-priority groups (healthcare workers employed in COVID sectors, elderly individuals
in nursing homes . . . ) is already underway in many countries. However, parallel with this
process, it is necessary to plan and define the best possible strategy for general population
vaccination.
The major factor influencing any possible voluntary vaccination scenario is disease
prevalence in the considered population. The novel framework based on two-layer graphs
was suggested, validated, and used for the simulation of possible vaccination scenarios in
the framework of this study. COVID-19 infection outbreak was modelled on the contact
graph layer and information spread in the population was modelled on the information
graph layer. The novel SEIR-V (Susceptible, Infectious, Recovered—Vaccinated) epidemic
model was solved on a highly detailed contact graph. Information about the COVID-19
infection spread was transferred to each modelled individual. The informed individuals
were faced with a cost–benefit vaccination choice dilemma modelled using game theory, in
which each individual plays against a virtual opponent with the same characteristics.
Although more reliable results might be expected from deterministic models or
stochastic models on finer graphs, the main aim of this work is to present a new modelling
approach for the influence of global and local information spread on vaccination against
COVID-19. The stochastic model, presented here, describes social contact structure and
then introduces the information layer based on local and global COVID-19 infection num-
bers. The proposed modelling framework offers possibilities for further refinement, e.g.,
by introducing more detailed information about anti-epidemic health policies.
The impact of social factor, α, which determines the contribution of both local and
global information in vaccination decision-making, was assessed in the next phase. It was
found that the social parameter has a significant influence on the cumulative number of
infected cases. This influence becomes stronger with the increase in vaccination uptake.
Higher values of the social parameter correspond to the dominance of global informa-
tion, and smaller values correspond to the dominance of local information in vaccination
decision-making. The cumulative number of infected individuals has a sharper increase
and higher final value when individuals’ decision-making is dominated by global infor-
mation. This may be explained by individual real-life behaviour, in which they will not
take vaccination action unless a significant portion of the total population is not infected.
When global information about the high amount of infected cases is spread through the
information graph, individuals tend to vaccinate in large numbers at once, which may
cause the overstretching of the vaccination system. In the case when local information,
obtained from the nearest neighbours, governs the vaccination decision, individuals tend to
vaccinate as soon as the infection spreads in their proximity, with more uniform vaccination
rates compared with the previous case.
The variable social parameter, based on population age, was incorporated into the
model in the next phase of this work. Two different scenarios were investigated, one
aiming to minimise the number of COVID-19 deaths by prioritising the vaccination of
elderly individuals, and the second which tries to minimise the number of infected cases,
prioritising the vaccination of younger adults, who likely have more social contacts. The
obtained results showed that minimising the number of COVID-19 deceased leads to a
higher number of infected individuals and vice versa. This outcome faces public health
officials and other government bodies with a major decision about vaccination strategy
adoption. It should be noted that incorporating more social groups, such as religious,
gender, antivaxxer, and chronically sick, and increasing graph nodes and their connec-
tions would enable even more reliable results, but subject to the available computational
resources.
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Although the generated contact graph closely mimics the statistical description of
important features of the city of Belgrade, a further increase in the graph size and refine-
ment of the level of detail of the modelled phenomena would allow the incorporation
of additional disease spread scenarios. In addition to the size of the contact graph, the
model itself does not include imported cases, i.e., it assumes no inter-municipality travels,
which does not fully replicate real epidemic behaviour. Further simplification of the model
in the manuscript assumes no changes (dynamic behaviour) in public health policies for
the considered time scale. During the time scale of the model, variables that change are
numbers of susceptible, exposed, infected, and recovered individuals, disease prevalence
and vaccination cost/benefit functions. Moreover, the fineness of the model does not allow
the direct inclusion of very small groups of individuals with high vaccination risks, such as
pregnant women, chemotherapy patients, etc. In the proposed model, such individuals are
all aggregately included into random individuals for whom vaccination was ineffective.
High enough accuracy of the generated contact graph allowed for precise targeting of
population groups which should be prioritised for vaccination. Younger adults (employed
and students) were vaccinated in order of the number of their social contacts. This led to a
further decrease in the cumulative number of infected individuals and a decrease in mor-
tality caused by COVID-19, compared with previously investigated scenarios. However,
the results again pointed out that minimising the number of deceased leads to an increase
in the number of infected individuals and the other way round.
The influence of pre-existing immunity was investigated in the next phase of this work.
It was shown that an increase in existing herd immunity lowers the numbers of infected
and deceased during the COVID-19 outbreak. A combination of pre-existing immunity
of 10–20% of the population under consideration with priority-based vaccination will not
eliminate COVID-19 but will reduce global outbreak to local hotspots affecting a minor
amount of the population.
In the last part of this work, an additional scenario which helps to elucidate the
difference between mild and more strict public health measures was considered. The
calculated scenario showed the significant influence of strict public health measures on the
decrease in the number of infected individuals and on a further reduction in mortality.
5. Conclusions
The novel two-layer graph-based SEIR-V (Susceptible, Infectious, Recovered—Vaccinated)
model was applied to determine the influence of disease prevalence during voluntary
general population vaccination against SARS-CoV-2. The high reality of the generated
information and contact graph layers enabled in-depth analysis of different vaccination
scenarios.
It was found that if global information has a prevailing role during the COVID-19
outbreak, the population tends to decide to vaccinate instantly and in large numbers when
the infection has already spread, which may lead to the overstretching of both vaccination
and hospital systems. If the vaccination decision is based on local information, individuals
decide to vaccinate based on the number of their infected nearest neighbours, which leads
to more uniform and earlier vaccination.
Prioritising elderly population vaccination leads to a lower number of COVID-19
deaths and sharper increase in and higher final values of COVID-19 infection. Prioritising
the vaccination of employed adults and the student population has the opposite effect,
minimising the number of infected cases, delaying the infection peak, and lowering the
decrease in deceased cases.
Precise targeting of individuals’ order of vaccination based on the number of their
social contacts combined with pre-existing immunity in a population may significantly
reduce COVID-19 infection spread, significantly delaying and lowering the infection peak.
In this case, the disease outbreak is reduced to a small number of local hotspots.
Strict public health measures visibly contribute to lowering COVID-19 infection cases
and a reduction in mortality.
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Future work will be mainly focused on a further increase in graph complexity, includ-
ing population information that was unavailable for this study, such as gender, religious
beliefs, different vaccine efficiency and effectiveness, and others.
We also plan to apply the developed model to other cities in RS, as well as to the
whole population of RS, and in the final stage to other countries, if their population data
are available.
Supplementary Materials: The following are available online at https://www.mdpi.com/article/
10.3390/ijerph18126217/s1, Figure S1: Simplified workflow of SEIR-V (Susceptible, Infectious,
Recovered—Vaccinated) graph model. Figure S2: The cumulative number of the infected and
total reduction in mortality during general population vaccination. Scenario 1a) minimized number
of diseased, 2a) minimized number of infected. Figure S3: The cumulative number of the infected
and total reduction in mortality during general population vaccination. Vaccination scenarios based
on the number of individuals’ contacts: 1b) minimized number of diseased, 2b) minimized number
of infected.
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COVID-19 Epidemiology Curve of the United States Using Genetic Programming Algorithm. Int. J. Environ. Res. Public Health
2021, 18, 959. [CrossRef] [PubMed]
9. Chen, Y.; Zhu, M.; Zhou, Q.; Qiao, Y. Research on Spatiotemporal Differentiation and Influence Mechanism of Urban Resilience in
China Based on MGWR Model. Int. J. Environ. Res. Public Health 2021, 18, 1056. [CrossRef] [PubMed]
10. Chu, A.M.Y.; Chan, T.W.C.; So, M.K.P.; Wong, W.-K. Dynamic Network Analysis of COVID-19 with a Latent Pandemic Space
Model. Int. J. Environ. Res. Public Health 2021, 18, 3195. [CrossRef] [PubMed]
11. Stutt, R.O.J.H.; Retkute, R.; Bradley, M.; Gilligan, C.A.; Colvin, J. A Modelling Framework to Assess the Likely Effectiveness of
Facemasks in Combination with ‘Lock-down’ in Managing the Covid-19 Pandemic. Proc. R. Soc. A Math. Phys. Eng. Sci. 2020, 476.
[CrossRef] [PubMed]
12. Atangana, A. Modelling the Spread of COVID-19 with New Fractal-Fractional Operators: Can the Lockdown Save Mankind
before Vaccination? Chaos Solitons Fractals 2020, 136, 109860. [CrossRef] [PubMed]
13. Ramasamy, M.N.; Minassian, A.M.; Ewer, K.J.; Flaxman, A.L.; Folegatti, P.M.; Owens, D.R.; Voysey, M.; Aley, P.K.; Angus, B.;
Babbage, G.; et al. Safety and Immunogenicity of ChAdOx1 NCoV-19 Vaccine Administered in a Prime-Boost Regimen in Young
and Old Adults (COV002): A Single-Blind, Randomised, Controlled, Phase 2/3 Trial. Lancet 2020, 396, 1979–1993. [CrossRef]
Int. J. Environ. Res. Public Health 2021, 18, 6217 17 of 18
14. Polack, F.P.; Thomas, S.J.; Kitchin, N.; Absalon, J.; Gurtman, A.; Lockhart, S.; Perez, J.L.; Pérez Marc, G.; Moreira, E.D.; Zerbini, C.;
et al. Safety and Efficacy of the BNT162b2 MRNA COVID-19 Vaccine. N. Engl. J. Med. 2020, 383, 2603–2615. [CrossRef] [PubMed]
15. Xia, S.; Zhang, Y.; Wang, Y.; Wang, H.; Yang, Y.; Gao, G.F.; Tan, W.; Wu, G.; Xu, M.; Lou, Z.; et al. Safety and Immunogenicity of an
Inactivated SARS-CoV-2 Vaccine, BBIBP-CorV: A Randomised, Double-Blind, Placebo-Controlled, Phase 1/2 Trial. Lancet Infect.
Dis. 2021, 21, 39–51. [CrossRef]
16. Voysey, M.; Clemens, S.A.C.; Madhi, S.A.; Weckx, L.Y.; Folegatti, P.M.; Aley, P.K.; Angus, B.; Baillie, V.L.; Barnabas, S.L.; Bhorat,
Q.E.; et al. Safety and Efficacy of the ChAdOx1 NCoV-19 Vaccine (AZD1222) against SARS-CoV-2: An Interim Analysis of Four
Randomised Controlled Trials in Brazil, South Africa, and the UK. Lancet 2021, 397, 99–111. [CrossRef]
17. Logunov, D.Y.; Dolzhikova, I.V.; Shcheblyakov, D.V.; Tukhvatulin, A.I.; Zubkova, O.V.; Dzharullaeva, A.S.; Kovyrshina, A.V.;
Lubenets, N.L.; Grousova, D.M.; Erokhova, A.S.; et al. Safety and Efficacy of an RAd26 and RAd5 Vector-Based Heterologous
Prime-Boost COVID-19 Vaccine: An Interim Analysis of a Randomised Controlled Phase 3 Trial in Russia. Lancet 2021, 397,
671–681. [CrossRef]
18. Baden, L.R.; El Sahly, H.M.; Essink, B.; Kotloff, K.; Frey, S.; Novak, R.; Diemert, D.; Spector, S.A.; Rouphael, N.; Creech, C.B.; et al.
Efficacy and Safety of the MRNA-1273 SARS-CoV-2 Vaccine. N. Engl. J. Med. 2021, 384, 403–416. [CrossRef]
19. Foy, B.H.; Wahl, B.; Mehta, K.; Shet, A.; Menon, G.I.; Britto, C. Comparing COVID-19 Vaccine Allocation Strategies in India: A
Mathematical Modelling Study. Int. J. Infect. Dis. 2021, 103, 431–438. [CrossRef] [PubMed]
20. Bubar, K.M.; Reinholt, K.; Kissler, S.M.; Lipsitch, M.; Cobey, S.; Grad, Y.H.; Larremore, D.B. Model-Informed COVID-19 Vaccine
Prioritization Strategies by Age and Serostatus. Science 2021, 371, 916–921. [CrossRef]
21. Matrajt, L.; Eaton, J.; Leung, T.; Brown, E.R. Vaccine Optimization for COVID-19: Who to Vaccinate First? Sci. Adv. 2020, 7,
eabf1374. [CrossRef] [PubMed]
22. Kohli, M.; Maschio, M.; Becker, D.; Weinstein, M.C. The Potential Public Health and Economic Value of a Hypothetical COVID-19
Vaccine in the United States: Use of Cost-Effectiveness Modeling to Inform Vaccination Prioritization. Vaccine 2021, 39, 1157–1164.
[CrossRef] [PubMed]
23. Keeling, M.J.; Eames, K.T.D. Networks and Epidemic Models. J. R. Soc. Interface 2005, 2, 295–307. [CrossRef]
24. Newman, M.E.J. Spread of Epidemic Disease on Networks. Phys. Rev. E 2002, 66, 016128. [CrossRef]
25. Keeling, M.J.; Woolhouse, M.E.J.; May, R.M.; Davies, G.; Grenfell, B.T. Modelling Vaccination Strategies against Foot-and-Mouth
Disease. Nature 2003, 421, 136–142. [CrossRef] [PubMed]
26. Statistical Office of the Republic of Serbia. Estimates of Population, 2019; Statistical Office of the Republic of Serbia: Belgrade,
Serbia, 2011.
27. Serbia, S.O. Basic Households Characteristics Data by Municipalities and Cities; Statistical Office of the Republic of Serbia: Belgrade,
Serbia, 2013.
28. Vukmirovic, D. Municipalities and Regions of the Republic of Serbia, 2011; Statistical Office of the Republic of Serbia: Belgrade, Serbia,
2011. (In Serbian)
29. PUC GSP “Beograd.” Day Lines. Available online: https://gsp.rs/dnevne_linije.aspx (accessed on 17 February 2021).
30. Official Gazette of the City of Belgrade. Decision on the Network of Preschool Institutions on the Territory of the City of Belgrade; Official
Gazette of the City of Belgrade: Belgrade, Serbia, 2017; pp. 1–21. (In Serbian)
31. Burzanovic, M. Main Population Sets Data by Regions; Statistical Office of the Republic of Serbia: Belgrade, Serbia, 2019.
32. Statistical Office of the Republic of Serbia. Data on All Levels of Formal Education. Available online: https://data.stat.gov.rs/
?caller=11&languageCode=en-US (accessed on 17 February 2021).
33. Burzanovic, M. Companies by Size and Entrepreneurs in the Republic of Serbia, 2015–2017; Statistical Office of the Republic of Serbia:
Belgrade, Serbia, 2019. (In Serbian)
34. Meyers, L.A.; Pourbohloul, B.; Newman, M.E.J.; Skowronski, D.M.; Brunham, R.C. Network Theory and SARS: Predicting
Outbreak Diversity. J. Theor. Biol. 2005, 232, 71–81. [CrossRef] [PubMed]
35. Sharma, A.; Menon, S.N.; Sasidevan, V.; Sinha, S. Epidemic Prevalence Information on Social Networks Can Mediate Emergent
Collective Outcomes in Voluntary Vaccine Schemes. PLoS Comput. Biol. 2019, 15, e1006977. [CrossRef]
36. Jaquet, M.; Pechal, V. Epidemic Spreading in a Social Network; Swiss Federal Institute of Technology Zurich: Zurich, Switzerland,
2009.
37. He, X.; Lau, E.H.Y.; Wu, P.; Deng, X.; Wang, J.; Hao, X.; Lau, Y.C.; Wong, J.Y.; Guan, Y.; Tan, X.; et al. Temporal Dynamics in Viral
Shedding and Transmissibility of COVID-19. Nat. Med. 2020, 26, 672–675, Correction in Nat. Med. 2020, 26, 1491–1493. [CrossRef]
[PubMed]
38. Eshragh, A.; Alizamir, S.; Howley, P.; Stojanovski, E. Modeling the Dynamics of the COVID-19 Population in Australia: A
Probabilistic Analysis. PLoS ONE 2020, 15, e0240153. [CrossRef] [PubMed]
39. Tovissodé, C.F.R.; Lokonon, B.E.; Kakaï, R.G. On the Use of Growth Models to Understand Epidemic Outbreaks with Application
to COVID-19 Data. PLoS ONE 2020, 15, e0240578. [CrossRef] [PubMed]
40. All News, Information and Decisions of the Government of the Republic of Serbia Regarding COVID-19 Virus. Available online:
https://www.srbija.gov.rs/#covid-19 (accessed on 25 February 2021).
41. Institute of Public Health of Serbia. Information about Coronavirus COVID-19. Available online: https://covid19.rs/eng-
instituteforpublichealth-updates/ (accessed on 26 February 2021).
Int. J. Environ. Res. Public Health 2021, 18, 6217 18 of 18
42. Meakin, S.R.; Keeling, M.J. Correlations between Stochastic Epidemics in Two Interacting Populations. Epidemics 2019, 26, 58–67.
[CrossRef] [PubMed]
43. Klacar, B. Needs and Habits of the Audience in Serbia; Statistical Office of the Republic of Serbia: Belgrade, Serbia, 2019. (In Serbian)
44. Institute of Epidemiology, Faculty of Medicine, University of Belgrade, Serbia. Available online: https://fvm.academia.edu/
Departments/Faculty_of_Medicine_Institute_of_Epidemiology/Documents (accessed on 1 February 2021).
45. Institute for Application of Nuclear Energy—INEP, University of Belgrade. Available online: http://www.inep.co.rs/en/home/
(accessed on 17 February 2021).
